Introduction

1
The airway epithelium provides a physical barrier, which prevents harmful agents 2 from penetrating into the smooth muscle compartment and activating inflammatory 3 responses [1] . This barrier function is regulated by tight junctions between cells, 4 comprising of a complex of proteins, including occludin, claudin, junctional adhesion 5 molecules, and zonula occludens (ZO-1, ZO-2, and ZO-3) [2] . Reduced expression 6 of these proteins results in altered tight junction function, increased epithelial 7 permeability and, consequently, increased transit of pro-inflammatory mediators and 8 cytokines, leading to stimulation of the afferent sensory nerves and airway 9 hyperreactivity [3] . Cytokines, such as TNFα have been shown to lead to loss of 10 occludin staining, which is associated with increased epithelial permeability [4] .
11
Therefore, regulation of tight junction protein expression and hence airway epithelial 12 permeability is a target for preventing aggravation or progression of inflammatory 13 airway diseases such as asthma [5] . Interestingly, tight junction disruption is present 14 in biopsies from patients with asthma irrespective of treatment suggesting that 15 current treatments for asthma may not prevent epithelial dysfunction [6] . ∆ 9 -16 tetrahydrocannabinol (THC), the main phytocannabinoid derived from the Cannabis 17 plant, binds readily to both CB 1 and CB 2 receptors as a partial agonist [7] . 
Effect of THC on Cytokine-Induced Reductions in TEER 2
Basolateral application of THC alone at 3 and 10 µM had no effect on the In order to determine whether CB receptor-selective agonists are able to replicate 10 the effect of THC, the CB 1/2 receptor agonist HU-210 (100 nM), the selective CB 1 11 receptor agonist ACEA (100 nM pathway leading to a reduction in occludin and ZO-1 expression, or it could be acting 22 through a separate pathway which counteracts the changes in tight junction proteins.
23
The fact that THC reverses the TNFα-induced reduction in TEER 24 hours after 
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